To the Editor: A previously healthy 40-year-old woman developed nausea, vomiting, diarrhea, and unintentional dition, and the underlying intrinsic causes are varied (2) (3) (4) (5) . Endometriosis, defi ned as the presence of endometrial tissue outside the uterus ( 2, 5 ) , is a recognized cause of an inverted appendix ( 2, 3 ) . Gastrointestinal (GI) involvement occurs most commonly in the rectum and sigmoid colon, followed by the appendix and terminal ileum ( 2 ) . Because endometriosis usually involves the serosa and muscularis propria, the diagnosis is diffi cult to make on colonoscopy. Although serosal endometriosis can cause fi brosis and adhesions, involvement of the muscularis propria can constrict the bowel lumen and produce a mass that may be propelled into the adjacent bowel by strong peristalsis ( 2 ) . In the patient of Azeem and Singh ( 1 ), colonoscopic biopsy also revealed non-diagnostic normal mucosa.
In an inverted appendix due to endometriosis, abnormal peristalsis, responsible for milking the appendix into the cecum, caused by local serosal and/or muscular irritation seems to be the essential mechanism. When an inverted appendix is visualized on colonoscopy in women as in the patient of Azeem and Singh ( 1 ), endoscopists should raise the suspicion of appendiceal endometeriosis. Appendiceal endometriosis is usually asymptomatic, but occasionally causes various GI symptoms such as abdominal pain, diarrhea, constipation, hematochezia, intestinal obstruction, and abdominal mass ( 2, 5 ) that are typically related to the menstrual cycle.
As hormonal therapy for GI endometriosis is usually ineff ective, surgery is still the fi rst-choice treatment in the patients with GI symptoms ( 2 ) . Although simple colonoscopic removal of an inverted appendix results in perforation, the development of endoscopic accessories to prevent complications has enhanced the therapeutic ability ( 3 ) . With the use of endoloops, successful colonoscopic removal of an inverted appendix without complications was reported, in which appendiceal endometriosis was confi rmed histologically ( 3, 4 ) . We routinely use endoloops for safer endoscopic removal of large polyps ( 6 ) . In patients with an inverted appendix, we therefore believe that the appendix should be inspected for accurate histological diagnosis such as endometriosis by colonoscopic removal with endoloops. To the Editor: We read with interest the article by Azeem and Singh ( 1 ) on colonoscopic features of an inverted appendix in a woman. Th ey found a tubular polypoid structure in the cecum at the location of the appendiceal orifi ce. Superfi cial biopsies of the structure demonstrated normal colonic mucosa. Although they made the diagnosis of an inverted appendix based on colonoscopic and biopsy evaluations, the histological diagnosis of the appendix itself was lacking.
An inverted appendix, a type of appendiceal intussusception, is an uncommon con-Letters to the Editor nature publishing group weight loss with alopecia and nail deformities. She had no family history of gastrointestinal disease. Upper endoscopy revealed enlarged gastric folds with diff use edema and prominent duodenal folds with hamartomatous polyps, whereas colonoscopy showed enlarged folds in the terminal ileum and multiple polyps (consisting of hamartomas, sessile serrated adenomas, and tubular adenomas) throughout ( Figures 1 and 2 ). Aft er diagnosis with Cronkhite Canada syndrome (CCS), total parenteral nutrition and intravenous steroids were administered without improvement. Subsequent initiation of azathioprine and infl iximab (IFX) resulted in rapid clinical improvement with weight gain and normalization of albumin. Repeat upper endoscopy and colonoscopy aft er 4 months of IFX showed near resolution of enlarged gastric, duodenal, and terminal ileal folds, with corresponding near resolution of infl ammation, which was persistent through 33 months of follow-up ( Figure 1 ).
CCS pathogenesis is not well understood, but is unique, in that it must include molecular events that simultaneously pre dispose to a phenotype that includes infl ammation and the development of hamartomatous polyps and possibly preneoplastic lesions. In this case, we hypothesized that such events might be caused by one or more rare germline mutations, or one more key somatic mutation. To test this hypothesis, we performed whole exome sequencing on germline DNA (blood) as well as polyp tissue from a representative gastric and colonic polyp. Th e two polyps did not share common nonsilent somatic mutations, suggesting distinct origin without a common molecular pathway ( Supple mentary Methods and Results online). On germline analysis, we identifi ed a rare variant aff ecting PRKDC , protein kinase DNA-activated catalytic polypeptide (DNA-PKcs). Although not predicted to be deleterious (PMID:12824425), its specifi c functional consequences are unknown.
Interestingly, a review of the literature suggests that PRKDC dysfunction might account for some of the manifestations of CCS. PRKDC encodes a catalytic subunit (DNA-PKcs) involved in double-stranded 
